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for the Treatment of Vasomotor Symptoms and V~~var~~nd Va@nal Atrophy 
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and Patient Labeling 
Docket No. 1998D-0834 (formerly Docket No:98D-0834) 

I. (Line 59) We recommend some sort of introductory statements that reviews 
the Women’s Health Initiative (W-HI). The results ,of this study have been 
pivotal in the creation ~of the: b&ck box included in this section and these 
same results have led to multi le revisions of the .guideiines in the last few 
years. For example, “The Women’s Health Initiative ~WHi~,study is the 
largest, randomited clin,ical trial to evaluate the use of hormone therapy in 
menopausal women. While the average age of WHI p&B&pants was 63 
years, women between the ages of 50-‘79 were included in the trial. The 
prescribing information contained herein rsffects the findings of the WHI as 
well as other past studies.” A, brief review of this landmark study would be 
useful and appropriate to include either here or in the clinical study section 
area. 

2. (Line 66) Given the use of sonohysterography in the clinical evaluation of 
abnormal bleeding as well as the fact” that- the vaginal bleeding may be 
coming from a site other than the, uterus, we would ~suggest, the prescribing 
information not reference specific diagnostic modatities for the clinical 
management of undiagnosed or recurring ab,~?rmal.vagjna~ bleeding and 
either provide only examples of some forms of ~va~uat~~n or limit the 
comment to note‘ that an adequate diagnostic evaluation be.performed. 

3. (Line 69) It is not clear what is, meant by “naturaP’ estrogens here, 
4. (Line 87) In the final adjudicdted analysis of the E+P arm, there was no 

statistically significant increase in the risk of myocardial in~ar~ion compared 
to placebo for the 5.2 years of the trial. This paragraph should clearly state 
that the results being reported refer to the E+P arm only. 

5. (Line 96) The results of the Wf$JMS study are in co.ntrast to,.evidence 
evaluating the us’e of hormone therapy for the slowing or prevention of 
cognitive dectine’when initiator in early menopausal .or pen-menopausal 
women. (References: Ph#jx .SM,- Sherwin BB. l%&ts of estrogen on 
memory function in surgically menopausal woM8rk 
Psychoneuroendocrinoiagy. ‘7992; $7:485-95. Shaywitz SE, Nafiolin F, 
Zelterman 0, et ii. JMter oral reading and a~~~-ta~~ memdry in midlife, 
postmenopausal women taking estrogen, Menopause. 2003,“420-26. Krug 
R, Mobe M, Dodt C., ef al. Acute influences of estrogen and testosterone on 
divergent and convergent thinning in postmanopauqal woman. 
Neuropsychopha[maco fogy. 2003; 28:153&45. Linzmayer L, Samlitsch HV, 
Sale tu B. Do&/e-Mind,. placebo-control ~~~c~o~~~ric” studies on the 
effects of a combined estrogen-progestin regimen v~s~estrogen alone on 
performance, mood and personality of manop,ausai ‘syndrome patients. 



Arzneimmitfeifo~schung. 2001; 54:238-45 > &Since all, of the participants in 
the WHIMS trial:were over 65 yea& of age, the d~~uasio~ in,this section 
should note that as well, as the fact that the ~p~~~~b~l~~ of the WHIMS 
results to younger wOrnen using hormone therapy is ncl;t known. The 
negative effect df hormone treatment on the~3~S~~.wa~ nclited only among 
women who se&e& betow ttrs cutoff point at -baseline $xe&ing . Hormone 
therapy had no elect oveNme on women whose 3iNS.Escores were within 
the normal range at baseline. This would dearly imply that other, and 
perhaps more si@ificant, fac&rs than hormont3 therapy influenced the 
results of the Wl$MS trial. While there is evi,dence in the literature that 
estrogen only therapy -has no. positive benefit for otd& pa&menopausal 
women, dnd that estrogen plus progestin therapy may negatively affect the 
overall cognitive’function of.older menopausaLwomen, the caveats of the 
WHIMS trial nee.d to be noted’if it serves-as the ckief’souree of factual 
evidence used ig this guideline. It should be noted as v&l that the estrogen 
plus progeitin arm of the WH:&vlS. trial measured mean rates of change of 
the 3MSE while the &trQgen only arm evaiu+ad m&an changes instead. 
(Espeiand MA, Rapp SR, Shumaker‘SA, at al. Co~j~g~~~ad- E@uine 
Estrogens and Global Cogriitive Function in ~~~~rnan?~au~a~ woMen: 
Women’s tiea& initiative Memory Study. JAMA, 2004.. 291:2959-2968) 
Given this different measu.retient parametgrand.si~nif~caxtt differences in 
the p,atient popu[ations, we recommend that Jhe:g@d@ines .c%ady state that 
a clean, direct comparison b,ejween the resullti of these.two studies is 
simply not possible. 

6. (Line 102) It should be quite clear.that onlyqne ~~~~ulati~n,of estrogen and 
one formulation of pmgesierone were studied ,in the WHS, It is important to 
discriminate betieen forms of estrogen therapy and\ routes of administration 
as there are similar forms, e‘.g, t percutaneous forms af @strogens, but 
similar forms may di~er~sign~fi~ntly in routes of ad~j~iatra~io~n, e.g., a gel 
versus a transdermal patch. 

7. (Line 104) Practitioners ,and pagents should be c!&x on :the reasons 
hormone therapy. is being ,initiated, understand the ther~~e~ti~ goals, 
periodically re-e<aluaJe the need f6r continuatiOn of therapy, and be 
cognizant of both the risks and benefits of th~rapy.fo~,t~~,‘~~dividuai patient. 
A recor’nmendation for periodic re-evaluation shouk!i also be included. For 
these reasons, we’suggest the change in tiording to more accurately reflect 
this message, rather than a et statement ,bf ~lo~es~§h~~est”. 

8. (Line 2g5) This paragraph e passes afx op~~~~~,t~ raise a 
developmental issue. It is not completely ,clear if the FDA is requiring co- 
primary endpoints for w?eks 4,and 12 or wheper it is acce@able to have 
the primary endpoint at week 12 and a second&y endpoint at week 4. 

9. (Line 265) As a developmental issue, it is important to no&-that these 
guidelines do not’ address the ,role of hormone. therapy in periimenopausal 
women for hot flushes yet this is a significant clinical problem. There 
remains no Glear guidance from the FDA on what parameters would be 
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required to obtain approval for an indication far hormone therapy in 
perimenopausal women. 

10. (Line 268)We would like to note the developmental issue this paragraph 
raises. There remains some’controversy over how to measure the severity 
of vulvar/vaginaf atrophy aswall as the narrow scope Qf signs and 
symptoms currently~being usad in other FDA guidelines for the treatment of 
this condition. Perhaps .this is an issue that could‘be addressed in future 
FDA discussions or requests for guideline- upd&tes. 

11. (Line 279) The estrogen and combined as~~dg~n~p~ge~te~one arms of the 
study required.that a dtiiiiy r@?nen was use@ ,For completeness sake, this 
should be pnsistentfy @ated ~roughout~the’ document; 

12. (Line 281) Important dRfergnc@s existed ba~aan.t~e wan-&n in the E only 
arm in comparison to the E+P arm. ihig:needs to be ckz@ty stated so that 
readers of the p+zkage,ins&t do not attemptto compare;the results of the E 
only study to thaj of the E+P study and attributea.ny di#erBin~as in results 
solely to the progesterone cotiponent. 

13. (Line 285) We r&ommend th,at the statement : “Ttie, s&&y did not evaluate 
the effects of CE or CElMPA on menopaugai symptoms? be $truck from the 
insert as there was a quality of life analysis that s~~~~~~ii~ looked at the 
effects of CElMPA an hot flashes that did find a s~gn~fj~~nt ,diffarenca 
between the hormonearm a,nd- the pfacebo arm. (HaysJ, Qckene JK, 
Brunner RL, et. AI. Effwts ofi3tragen p/us Proga&n on t$ealth-Related 
Quality of Life. ~EJ~-~4~~~9~~~8~9~~4 at hags ~~4U;) 

14. (Line 287) We recommend that the statem&t “‘The estragan-alone sub- 
study was stopped early because an.increased-risk’of strtike was observed” 
be deleted. According to the p~b~~shed~a~i~{~ repo~~~g,tha estrogen only 
arm results, the z+dy was stopped’becatiw *‘(T)ha~ NlH, concluded that with 
an average of nearly 7 .years df”follow-up completed, CEE does not appear 
to affect the risk of hea$ disease, the primary oUtmrne, of the study.” The 
same article also noted that .none of the predefined stopping boundaries had 
been crossecJ, although”the &r&ke comparison tias ~~~~~a~~~~9 the 
adverse effect boundary. it would seem that Ihe ~~tudy \n?as.+topped 
primarily because neith@F czatdioprotection nor breast cancer risk would be 
demonstrated in the remaining intervention period, not because there was 
an increase in stroke that excet;ded &her ihe predbfined stopping .boundary 
or the risk demonstrated in the ,estrogen plus -prog~stjfl triai. 

15. (Line 291, 31 I) We would recommend that the d~rnogra~h~~s of each arm 
of the WHI be indluded i,n the introduction of the gt@iaE@+ .or immediately 
prefacing the black.box. An aiternative,to thiG ~e~mrneRd~t~~n would be to 
include an it’$rodUc$ory review,, .~ncluding de~ogr~~~jcs~ -of the estrogen only 
arm that is separate from an introductory reviek which i 
demographics of ;the estrogen @us progestifl arti at the ng of the 
draft guidance. We believe this is important because the otiginal study plan 
was to have 20%’ of overall minority ethnic grbup e~roJ~me~ but only 
16.03% of the enrollment target was achieved..(The ~o~e~~ Health 
initiative Study Gi-oup. Design of Women’s Health ~nitia~ve ciinical trial and 
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obsetvational study, Control Cfin T/-iaIs. 1998;19:6?-? 09.) In general, the 
power of the Wl+I was not sufficient to represent ethnic~graups as a whole 
or any singfe, specific ethnic group. The powerof the WHf was adequate 
for Caucasian wpmen but the number o~“non-Cau~~s~n,~~~i~ipants was 
not sufficient to allow far cleat application of the r&ults to mjno~ty groups, 
In addition, the demographics cited here in~lu~ed.-~~~y three ethnic groups. 
We recommend that the summary statistic of the oth,er groups included in 
the study also be noted for completeness sake. 

16. (Line 298,320) ,For the’ most ace&ate description of the t-ii, we strongly 
urge the inclusio:n 05: bQath thi; &tiinai and aq@sted relgtiva risks and 
confidence inter\lals in all tab&s in the doqment. In ‘some catagories, the 
nominal confiderice int@rv@afid hazard ratio, has showtl significance while 
the adjusted confidence interval and hazard ratio in the sage category does 
not. This remains a controver$ial point of the WHI +~.&j/ and .as such, both 
sets of data should be presented in an effort to be as’thorotigh and 
complete as possible. 

17. (Line 326) The.guidance document does not ,c~n~~tan~~y pwt quotation 
marks around the words glob@ index. 

18. (Line 333) The population c$women in -the estrogen. on& arm had a higher 
incidence of obesity, diabetes, history of stroke, arid ,hy~e~~n~ion than the 
population in the: estrogen plus~progestin arm. .fn the WHI ov&ali, 69.25% 
of participants were overweight and .obese, approiimately 36% of women 
were hypertensive, and _ 18% tier& being tr@$ed for hypercholesterolemia. 
In fact, in the interventional group, a total’of 6645 (%B%) wclmen were sick or 
had a history of illnesses. Therefore, 78% of$e subje$s. ih the WHI trial 
overall did not qualify as, a healthy populatian,. It is quite ar$uable therefore, 
that they were nc$ ‘pr~domin~~t~y healthy’. 

19. (Line 347) We v\iould recommend that where po&ible,a: “%” sign be used in 
lieu of writing out the word perGent. 

20.(Line 371) We rebornmend that the,term tocat be used in-lieu of topical as 
there are estrogen mod&tie& e.g., Estring,R. teat a~~-local~estrogen agents 
and are not topic&t. If it is necessary to include the use-the word topical, we 
would ask that the word local also be included in the sagtence. 

21. (Line 405) Neither the estrogen alone or estrogen plus.pro~e~tin arms of the 
WHI demonstrated a statis~i~a~ty significant increase-in the risk of 
myocardial infarction; this should be clearly and coRsist@ntiy refldcted in the 
guidance. 

22. (Line 42 1) In the final analysk, there was, not.;? .significant djfference 
between the active treatment armsand the pla‘cebo arms- t!e guidance 
needs to reflect this. 

23. (Line 423) While there was. a significant difference in CHD @vents between 
the two groups during year one, there was not a signific&-tt difference 
thereafter. 

24. (Line 470) We recommend adding the phrase %1s shawn for.further clarity of 
the statement, ConcomiQnt US& df e$trogen with ~r~ges~n (in proper doses 
and duration) in women with an intactuterus is not asso@ated with an 
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increase in the risk of andom~trial cancer. As wri~en~ the.statement implies 
that use of estrogen at all in women with an intact uterus, with or without 
proper doses of progestin, will: lead to an increased risk of end,ometrial 
cancer. 

25. (Line 474) We recommend the inclusion of the additional words for further 
clarity. 

26. (Line 479) We recommend this additionat wording for oompteteness sake. 
27. (Line 488) We find the paragraphs in this ses;tion to be unclear. 

Observational trials should not be used to,~rrob~~~ta the findings of 
randomized trials in an evidence-based ~document. ‘Thisis particularly true 
when the observational trials performed over @me hav 
overwhelmingly ,consistent. Some observational triaVs have shown an 
increase in breast cancer risk, others have showna decrease, and others 
have shown. no difference ,between treatment and~~jao~~o groups. 

28.(Line 493) See comment 27. 
29. (Line 494) See comment 27. if this statement is to be retained for use, it is 

important to note that this statement implies a ~~~j~~tiv~ linear increase-in 
risk with increasing ,duration of use. This has not been’s in all studies. 
For example, in the Nurse’s Health Study and in the Coil retive Group 
Study, there wasp no significant increase in breast cancer among women 
using it for IO-14 years, although it was significant for years 5-10 and years 
15+. 

30. (Line 496) See comment 27. ,If this sentence is to, be retained however, we 
recommend wording the sentence as we have,done for improved precision. 

31. (Line 499) See comment 27. .As originally written,the sentence makes it 
sound as if this is a definitive fact and it simply is not. 

32. (Line 566,509) We recommend that for cons@tency’s sake, the 95% Cl be 
included whenever a hazards ratio, absolute risk, or relative risk is cited. 

33. (Line 511 ),See comment 27. 3f this sentence is retained as it is, we note 
that thi,s has not been seen in other (observational), studjes; as previous 
paragraphs on this topiG mention the results of observation I studies, they 
should be mentioned’here as wetl. 

34. (Line 571) A comment on the decrease in~endometrial canoer associated 
with combination, therapy should be included where as welt. 

35.(Line 576) We believe this wording is more,accurate. 
36. (Line 618) This sentence is vague in connoting the statisMal significance of 

this finding but is more accurately refEec;ted or noted in the sentence that 
follows that includes the :CI. We recommend,this sentence be deleted. 

37. (Line 646) We believe this word changing more accuratelyrefledts clinical 
practice. 

38.(Line 657) All of the increased test results should be listed tug&her followed 
by all of the decreased results-for easier reading and clarity. 

39. (Line 680) Proper doses and duration of proge$in use v&h estrogens does 
not increase the risk of endometri81 cancer. 



40. (line 660) The increa$e in invasive cancer was seen only in the estrogen 
plus progestin arm of the WI-N; it was not seen in the estrogen only arm. 
The wurding of this paragraph should reflect this. 

41. (Line 681) The Wl-ll did not demonstrate 8 $ig~if~~~nt increase in’the risk of 
ovarian cancer with hormone therapy. This showld~ not~be.~n~lwded as a risk. 

42. (Line 684) it is not clear what-is meant by ‘natwra~.~strog~~ here. 
43. (Line 710) We recommend the change in w&ding for &arity and ask that the 

confidence intervals be cited here to allow the retider to determine if the 
difference in the ‘risk of stroke between the two groups was statistically 
significant. 

44. (Line 715) For clarity, a comment noting there was no signlrfjcant difference 
in probable dementia between, placebo and estrogtin showld be included 
here. 

45. (Line 720) The confidence intervals should be inclwded here to allow the 
prescriber to determine .if this difference between 9roups wae statistically 
significant. 

46. (Line 757)We recommend the word changefor improved clarity. 
47. (Line 759) We recommend,the word, change for jmproved”~arity. 
48. (Line 795) As a development ,rscommendatIon, we, askthe FDAto consider 

how to address the mood changes or changes in &leep patte’rns in this 
section. . 

49. (Line 8-j 2) See comment 6. 
50. (Line 821) As a future development issue, vag~~al,t~e.atme~t is often tailored 

(in terms of frequency and dosin9) to meet i~dividwal needs but there is little 
in this or other guidelines that allow for or dis~ussthe individualization of 
therapy for topical or intsav@nal treatments for !/VA. 

51. (Line 860) Unopposed estrogens in the prese.nce of an intact uterus 
increase the risk, of endometri5-l cancer. The use of estrogen and progestin 
(in proper d.oses and for- proper durations) does not,inGre?se the risk of 
uterine cancer. We recommend wording this statement-to more accurately 
reflect this. 

52. (Line 870) In the finaf adjudicated analysis of the E+P”armi~ there was. no 
statistically significant increase, in the risk of myocar,diaal ‘infarction compared 
to placebo for the 5.2 years of the trial. In the E onIy trial 
there is no statistically significant increase in the r&k ofmyocardial. infarction 
compared to placebo. Wq would .recommend that-the ~~tement be 
modified such that the category of heart disease not be mentioned in this 
sentence 

53. (Line 874) Only the estrogen plus progestin armof the WWI showed an 
increase risk in probable dementia, ,This statement is, inaccurate as it is 
currently written. 

54. (Line 905, 909) some women report irritation around the vagina but not 
within it in the presence of vwlvovag/nal atrophy. 

55. (Line 947) We r@.commend the word change for improved oiarity. 
56. (Line 977) We recommend th” word change for improved clarity. 
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57. (Line 988) See comment 53. This sectiwu-efsrs to th? pqssible side effects 
of estrogens and does-not expticitIy state or imply the use of progestins. 

58. (Line 990) See comment 49. 
59. (Line 1015) This is not a common side effect&f nitrogen therapy. 


